Saturation of an alpha, beta-unsaturated ketone: a novel xenobiotic biotransformation in mammals.
Reduction of an alpha, beta-unsaturated ketone to the corresponding saturated ketone in a 2-benzylidene-3-ketocoumaran derivative has been investigated. Reductase activity resides in the cytosolic fraction of liver, lung and kidney. Rat and human blood also contain significant reductase activity. Hepatic reductase activity was high in guinea-pigs followed by hamsters, rabbits, rats and mice. The substrate had an apparent Km and Vmax of 5.6 microM and 1.3 nmol/min per mg protein, respectively. The reduction was dependent upon NADPH having an apparent Km of 14.8 microM and a Vmax of 1.0 nmol/min per mg protein. Only the A side hydrogen of NADPH was incorporated into the reduced product. The reaction was inhibited by cyanide, and sulphydryl reagents. Phenobarbital did not induce the activity in rats.